Cellular inhibitors of apoptosis proteins cIAP1 and cIAP2 are increased after labour in foetal membranes and myometrium and are essential for TNF-α-induced expression of pro-labour mediators.
Inflammation is commonly associated with preterm birth. In non-gestational tissues, the cellular inhibitor of apoptosis protein (cIAP) 1 and 2, independent of their role in apoptosis, have emerged as important regulators of inflammation. There is, however, no data on the effect of human labour on the expression of cIAPs in human gestational tissues, or on their role in modulating TNF-α induced inflammation. Myometrium and fetal membranes and myometrium were obtained from term non-labouring and labouring fetal membranes and myometrium. Fetal membranes were also obtained from preterm non-labouring and labouring fetal membranes with and without histological chorioamnionitis. The effect of cIAP1 and cIAP2 knockdown by siRNA in myometrial primary cells on pro-labour mediators was also determined. cIAP1 and cIAP2 expression was significantly higher in fetal membranes and myometrium after spontaneous labour, in preterm fetal membranes with infection, and with LPS and TNF-α. cIAP2 expression was also higher in fetal membranes after spontaneous preterm labour when compared to non-labouring tissues. Knockdown of cIAP1 and cIAP2 in primary myometrial cells significantly decreased TNF-α induced expression and secretion of pro-inflammatory cytokines (IL-6 and IL-8); cyclooxygenase (COX)-2 expression and subsequent release of the prostaglandin PGE2 ; the expression and secretion of MMP-9; and NF-κB transcriptional activity. cIAP1 and cIAP2 are increased after labour in fetal membranes and myometrium and are involved in TNF-α induced-expression of pro-labour mediators. Thus, cIAP1 and cIAP2 represent novel therapeutic targets for the prevention of spontaneous preterm birth.